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health-care package, geriatric health care, palliative care, and rehabilitative care services [7] 
Recognition of two World Health Organizations
Collaborating Centers in the country for palliative care -The Trivandrum Institute of Palliative Sciences (TIPS) for Training and Policy on Access to Pain Relief and the Institute of Palliative Medicine (IPM), Calicut for palliative care and long-term care. [8] Another strength of palliative care in India is the strong driving force of community networks and NGOs. The National Network of Palliative Care is one of the largest community-driven palliative care programs in the world. [9] Pallium India has affiliates in over ten states. [10] The IAPC-Indian Association of Palliative Care certificate courses; [11] the IACA-Indo American Cancer Association fellowships; [12] the National Fellowship from the IPM [13] with eHospice scholarships; [14] the collaborative effort of the INCTR-International Network for Cancer Training and Research; [15] the EPEC-India (Education in Palliative and End of Life Care), [16] and the TIPS initiatives provide education and training to physicians, nurses, and allied health-care providers across India. TIPS is the "hub" of a Palliative Care Extension for Community Health Outcome (https://echo.unm.edu/) training program with video conference teaching sites throughout India. [17] The Jiv Daya Foundation supports some palliative care centers across India with free morphine supply. [18] In the medical fraternity, the national cancer grid (NCG) connecting cancer centers from across India, has included opioid rules, the amendment, and palliative care resources in its website. [19] A multiprofessional medical organization for compassionate care called the "Mathura Declaration" has also taken root among the neurology and critical care physicians. [20, 21] The International Children's Palliative Care Network is slowly gaining acceptance in India. [22] The Indian Journal for Palliative Care reaches interested physicians, with the print journal and online and other didactic sessions. India has needed an alternative to morphine and an inexpensive long-acting opioid medication. In this article, we will outline the challenges ahead for the safe and effective use of methadone [Table 1 ].
the Balance of access and avaIlaBIlIty versus mIsuse and dIversIon for all oPIoIds
The lasting legacy of the International Narcotics Control Board [23] and the NDPS Act of 1985 [24] is the strong prejudice against opioids in the society even for medical use. The International Narcotics Control Board, established in 1968, and the NDPS Act focused on illicit use and created a convoluted hierarchy and complex licensing requirements to strangle the use of opioids in medical practice. There was absolutely no balance [25] in the use of opioids in India. They were simply unavailable. For two decades, the palliative care community, the Government and Civil Society Alliance worked to change the mindset of the policymakers and bring about the NDPS Amendment in 2014. [1, 26] The objective of the law is now expanded from controlling illicit use to promoting appropriate medical use. The new regulation, moving forwards, eliminates the need for multiple licenses; applies to all potential medical use of approved opioids (pain and dyspnea relief), and addresses lack of training in opioid usage.
The Drug Controller Office/Food and Drug Administration in the Department of Health is solely responsible for implementation. This office will regulate the medical institutions that stock and dispense opioids with accountability, including a responsible registered medical practitioner trained in the medical use of essential narcotic drugs (ENDs). The law also created the Central Rules for the ENDs which is applied uniformly across the country. Methadone, legal for opioid dependence since 2007, was approved for pain management in 2016. [3] The challenge is to manage patients in pain, especially cancer pain, in a sea of nationwide opioid phobia, recognizing that when opioids are available liberally, there might be some unintended consequences, including accidental overdose and diversion. [27] Now that the laws and options are beginning to support "freedom from pain," [28] the challenge is in walking the tightrope between celebration and caution. 
ImPlementatIon of the amended laW that governs oPIoIds across IndIa
Although opioids are accepted as essential for cancer pain globally, [29, 30] accessibility, and availability remains limited in India [2, 31, 32] as in various parts of the developing world. [33, 34] In 2017, the NDPS Amendment of 2014 has not yet been incorporated in all Indian states even though the law simplified the needed laws for each state. Multiple licenses, procedural delays, poor stocking, and under treatment continue. The state governments are unfamiliar with the purpose of the amendment, and the drug manufacturers are concerned about dealing with opioids as the systems to differentiate licit and illicit use are not yet in place. [1] The medical fraternity suffers from lack of awareness and an apathetic attitude toward the role of opioids in pain relief.
The solution to this challenge is the ongoing commitment and activism from the civil society [1] in addition to the global support for policies and funding. [35, 36] Hence, palliative care practitioners in every state along with key civil society members from different sectors including law, media, and health policy need to be champions for a continued nonconfrontational engagement with the authorities to make the anticipated reforms of the law a reality. [1, 2, 26] Education of the medical fraternity at every opportunity through workshops and online courses focusing on opioid availability, accessibility, and training for safe use should be widespread and ongoing. [1, 26, 31, 37] We need to address the poor public awareness of palliative and end of life care, [38] so that they come to expect high quality of care.
dIversIty In health-care servIce delIvery
Diversity in India is its identity but becomes its nemesis when it comes to health care. There is complete lack of uniformity in health-care availability, practices, protocols, standards of care, and access to medications and continuity of care. [38] [39] [40] [41] The reality of cancer centers is that patients are sent back to their home just when their need for opioid peaks and opioid availability is at its worst. Palliative care referrals often occur on the day of the patient's discharge just before returning home. Finding a source for uninterrupted supply of morphine in itself is a logistical challenge. [40, 42] Medical practice is driven by the ability to pay. Futile intensive care for the wealthy, or the practice of LAMA (Left Against Medical Advice) for the poor are the unfortunate choices due to the lack of the legal framework or policies for patient autonomy and good end-of-life care practices. [39, 43] The huge socioeconomic divide contributes to health-care practices that are not uniform. [41] Physician training is quite variable. For a registered medical institution to procure, stock, and dispense morphine, a trained doctor is needed, but there is ambiguity in the definition of the training. A well-defined curriculum and educational program is needed to ensure uniform training. [44] While Kerala is a global training hub, most of the other states have a paucity of educational programs and palliative care services. [9] Current undergraduate medical teaching does not include the WHO
Step Ladder [45] and use of opioids in providing pain relief. The result is that the drug is denied, maligned, or improperly prescribed. Due to the lack of training of health-care providers [38] in palliative care, prescriptions for opioids are often irrational. Patients are sent with a one-time prescription of a transdermal patch with no prior titration or assurance of follow-up. It is ironic that a fentanyl patch can be more available than morphine. [31] Where palliative care exists, mostly the focus is cancer patients. Palliative care services for non-cancer chronic diseases is limited despite the symptom burden of chronic kidney disease, HIV, neurological diseases, and the burgeoning geriatric population. [40, 46] Ideally, district hospitals should train doctors, nurses, pharmacists, and social workers in primary palliative care to ensure the continuity of care and opioid access. Although the National Program in Palliative Care was created in 2012, it lacked budget allocation and streamlining of care. [26] The National Health Policy of 2017 has included major features relevant to palliative care. It recognizes the need for continuity of care along with community and home-based care with appropriate legal and regulatory system for opioid access or the need for an educational curriculum. [7] An attitudinal shift in the medical community toward the pain management and role of opioids is needed through extensive and inspiring educational activities. [1] Even more important is sensitizing the young medical and nursing graduates to the basics of palliative care. [47] Ongoing communication with the regulatory bodies like the Medical Council of India(MCI) is in progress. [1] 
PhysIcal ProPertIes of methadone
Methadone is unique and its properties, though compelling, will be challenging in India. [48] [49] [50] The unique pharmacology of methadone will be addressed thoroughly in this supplement (reference Sunil et Kashelle). Challenges of methadone pharmacology [ Table 2 ]. [48] [49] [50] [51] [52] [53] [54] [55] [56] [57] Due to its pharmacodynamics and the pharmacokinetics methadone is therapeutically effective, has no ceiling effect, has a simple route and needs less frequent administration. It is cheaper and has a broad spectrum of action, making it a sound second-line analgesic. [50] The challenge lies in the ease of use to initiate and monitor methadone, the side effects, and the drug interactions. While initiating methadone in an opioid naive patient, during the titration phase, balance should be maintained between inadequate analgesia due to insufficient dosing and systemic toxicity due to overdosing. Patients should be aware that optimization of pain could take a few days. [51] [52] [53] [54] While switching to methadone, the two major methods are the "Stop and Go" and the "progressive" method using equianalgesic conversion tables and further dose reduction accounting the incomplete cross-tolerance. The complexity here is the interpatient variability, unclear evidence about dose conversion and requisite clinical experience. Consideration of comorbidities for dose calculations and monitoring adverse effects for dose titration is also needed. [49, 53, 54] The challenge is to ensure that the prescriber is trained to prescribe, the choice of patients is carefully made, methadone is initiated and monitored in those who merit it and the follow-up is planned with care and changes are made by the prescriber only. Pharmacists in India are not trained to cross-check prescriptions and alert the physician if there are errors in dosing. The physician will need to understand the drug and conversions, focus on the interactions and dose modification, and train the family and caregivers. Initially, methadone needs to be managed by specialists trained in pain and palliative care. [50] Practically, in the Indian setting, methadone could be used in the inpatient and outpatient setting. A trained physician can initiate, monitor, follow-up, and document it with the assistance of well-instructed family caregiver. It is also essential that the potential risks and benefits are discussed with families/patients, and concurrent drugs that prolong the QT interval are avoided. The principle of "start low, go slow" needs to be followed. Networking with colleagues, creating interest groups, and documenting case studies will be invaluable.
In some Western countries, it is mandatory for the prescriber to train and obtain certification to prescribe methadone. While this would cause increased barriers to prescribing, it might also ensure greater safety. For example, in Canada, a physician can only prescribe methadone after obtaining an "exemption" under Federal Narcotic Act 56. [58] the challenge In the dIversIty In the sItes of care For many patients, their medical records are carried in a folder and remains with them. They may see specialists, primary health center physicians, Ayurvedic doctors, and their pharmacists. Patients also use Integrative Medicine providers (Ayurveda, Homeopathy, and Siddha), go city hopping, and doctor shopping. They might hide this behavior from the treating physician.
Each of these well-meaning health-care providers could recommend medications that might interact with methadone. Or, they might adjust (or stop!) the methadone without understanding the pharmacology. As the physician prescribing the methadone, there is no way to be sure of the full complement of pharmacologic interventions in all patients. Polypharmacy [59] very often remains invisible and is a high risk to the patient.
Complications of disease-directed therapy could be blamed on the use of methadone. Any incident involving an overdose or accidental death could be quite difficult for the field of palliative care in India. In other countries, methadone is prescribed through "triplicate prescription" [60] which is monitored by the state/provincial regulatory body.
Morphine remains the gold standard for cancer pain [61] in India and patients comfortably down-titrate their morphine dose when chemotherapy provides pain relief. This may not be as easy with methadone, especially when associated with chemotherapy-induced emesis or toxicity. Communication and collaboration are required among different caregivers.
It would be prudent to prepare a checklist with details of alcohol or substance abuse, drug interactions, history of structural heart disease, familial sudden death, unexplained syncope and the serum potassium and magnesium values, QT interval if available, history of nonadherence, or self-adjusting medications.
A reliable caregiver will need, to learn about the risks and the need to closely communicate about medication changes. Benefits of using methadone can outweigh the risks in the palliative care population with methodical assessment and multidimensional approach. [62] There have been studies reported with methadone titration done on an outpatient basis [63] [64] [65] and at home [66] under careful monitoring with good, multidisciplinary longitudinal care. Building that in India is another challenge!
the PsychosocIal challenge
Guidelines in developed countries, advocate a baseline ECG, and electrolyte monitoring. This would mean adding to the investigation burden causing physical, financial, and psychosocial distress. Although methadone is priced the cheapest, these tests could add hidden costs. It could even reinforce the fear that pain medications are detrimental and better avoided. For patients and caregivers who read the internet and other media sources, the fact that methadone is used for addiction [67] could be a cause for concern but writing specific notation on the prescription "for pain management" may help. Thus, counseling patients and family caregivers before starting methadone should become the norm. Clear and consistent longitudinal communication with the family is imperative.
the traInIng challenge
The concern is that any untoward incident with methadone could be detrimental to the cause of palliative care. Palliative care providers have a responsibility in these early phases to use methadone carefully in selected patients. There is a huge gap between demand and supply and uninterrupted supply of oral morphine in all parts of the country. Creating a Safety Circle [68] is paramount. This needs a relationship built on trust between a responsible doctor and a patient. Along with promoting awareness, ensuring opioid availability and educating the society, safe use of opioids under supervision is critical.
Learning from the experiences with opioids in the West, it is important that along with regulation, training, and certification of health-care providers, "creating clear blue waters" [69] between opioid manufacturers and formulation of practice guidelines is also necessary.
A methadone pain management training program for doctors, nurses, and pharmacists along with uniformly implemented opioid laws would be a step in the right direction. Sessions on methadone could be integrated with opioid availability workshops and training in palliative care. Well-framed guidelines accessible online as in the NCG website could be a useful resource. Research in palliative care could include situation analysis of the availability of palliative care, the knowledge of the NDPS Act, problems in accessing treatment, ethical dilemmas faced by health-care providers among others. [70] Networking and collaboration between professionals and major centers in key geographical locations with whom practitioners in the area can consult and follow-up are invaluable. Working with a physician colleague or another center and documenting every case into a registry or a specially formed body could be a future resource and the cornerstone for good clinical practices.
A future publication by 5-10 physicians' experience of 10 or 20 consecutive patients for pain management in their practice will have a major value to Indian physicians wishing to use methadone for pain management.
conclusIon
Challenges do not mean that methadone cannot find a place in India. It could well be the catalyst to create a working group of committed people from the civil society to implement the amended law and improve the accessibility of opioids in India. The cornerstones of education, policy, and opioid availability should be addressed together to demystify and transform opioid practices, especially methadone for pain management in India. It remains certain that any medical prescription is bound by the cardinal principles of medical ethics [71] and methadone is no different. The challenge is to find the balance between when, where, and for whom to prescribe, how to follow-up and document, collaborate, and communicate, so that a clear path to move forward is created. Prescribers must be compulsive and practice due diligence in their opioid prescribing practice including methadone.
Start low, go slow is not just about dosing but implementing the program safely too!
